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Figure IB 
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Figure 2 
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Figure 3 
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MMP-9/TIMP 
MMP-9 

MMP-2 

MMP-1 
MMP-3 



Lane 1 = CONTROL 
Lanes 2-10 = AT 4 LIGANDS 



Table 1. Affinities and lane location of six AT 4 novel ligands to rabbit 
cardiac fibroblast AT 4 receptors 



Ligand 



Nle-Tyr-tle-hexamide 



Leu-vi/-Tyr-Leu-vi/-His-Pro-Phe 



Nle^-Tyr-Leu-viz-His-Pro-Phe 
Nle-Tyr-lle-His 



Nie-Tvr-lle- (CH?) s-Phe-amide 



Nie-Tyr-lle-Sar-Sar-dPhe 



Ki (M) 



1.86 x 10" 9 



1.73 x 10" 7 



2.14 x 10"' 



1.42 x10' 8 



<1(T 



1.95x10 



•10 



Lane in Figs. 3 
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v = reduced peptide bond [CH 2 -NH2] 
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Figure 4 
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Effects of NORLEUAL on Neovascular Growth i 
Aortic Ring Angiogenesis Assay 




NORLEUAL Treatment 



22 



Figure 6 
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Inhibition of Angiogenic Activity 
by AT 4 Receptor Antagonists 
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Inhibition of In Vivo Breast Cancer 
Growth 
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NL= Nle 1 5 Leu 3 -4>-(CH 2 -NH 2 ) 3 - 4 -AnglV 
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HPF=high power field 
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Figure 10 



Effect of NORLEUAL on Human 
Breast Cancer Cell Growth 
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Figure 11 
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Figure 12 
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Inhibition of In Vivo Breast Cancer 
Growth 
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CONTROL 
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NL=^le 1 ? Leu 3 ^(CH 2 -NH 2 ) 3 - 4 -AngIV | 

Note: only 1/400 of pellet drug content is 
released per day 
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